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DETAILED ACTION 

1. This action is in response to an application filed on 9/3/03. There are Fifty- 
three claims pending and fifty-three under consideration. Claims 1-31 and 43-53 
are compound claims. Claims 40 and 41 are composition claims. Claims 32-40 
are method of using claims. This is the first action on the merits. The application 
concerns some N-benzyl and N-(pyridinylmethyl)-pyrazolo[l 3 5-a]pyrimidin-7- 
amine compounds, compositions, and uses thereof. 

Title 

2. The title of the invention is not descriptive. A new title is required that is 
clearly indicative of the invention to which the claims are directed. The following 
title is suggested: replacement of the word "Novel" by the phrase " N-Benzyl and 
N-Pyridinylmethyl" . 

Claim Rejections - 35 USC § 112 

3. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 1, 2, 4-9, 14-26, and 31-42 are rejected under 35 U.S.C. 112, second 
paragraph, as being indefinite for failing to particularly point out and distinctly 
claim the subject matter which applicant regards as the invention. In the 
definitions of the variables R, R 2 , R 3 , R 6 , R 7 , R 8 , and R 10 the phrases 
"heteroarylalkyl", "heteroarylalkenyl" and "heterocycloalkyl" are indefinite. 
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Neither phrase is defined in the specification and while the individual parts of each 
compound word, "hetero", "aryl", "alkyl", "cyclo" do have meaning, the 
combinations are ambiguous. For example, both "heteroaryl" and "arylalky" have 
separate and distinct meanings but the word "heteroarylalkyl" does not and is 
indefinite. There is no such thing. Is it an alkyl substituted by a heteroaryl, e.g. 
pyridyl-methyl? An arylalkyl interrupted by a heteroatom, such as C 6 H 5 -CH 2 -0- 
CH 2 ? An arylalkyl substituted by a heteroatom, e.g. 4-chlorobenzyl? Whatever 
choice is selected must be supported by the specification. 

The word "heterocyclylalkyl" is also indefinite. There is no such thing. Is it 
an alkyl substituted by a heterocyclyl, e.g. piperidinyl-methyl? A cyclylalkyl 
interrupted by a heteroatom, such as piperidinyl? A cyclylalkyl substituted by a 
heteroatom, e.g. chlorocyclohexyl? Whatever choice is selected must be supported 
by the specification. 

4. Claims 1-9 and 32-43 are rejected under 35 U.S.C. 112, second paragraph, 
as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. Where is variable "p" 
used? 

5. Claims 32-36 and 38-40 are rejected under 35 U.S.C. 112, second paragraph, 
as being indefinite for failing to particularly point out and distinctly claim the 
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subject matter which applicant regards as the invention. The specification does not 
set forth any steps involved in determining how to identify "a patient in need of 
"inhibiting one or more cyclin dependant kinases' 5 . It is unclear what diseases and 
treatments applicant is intending to encompass. Determining whether a given 
disease responds or does not respond to such a receptor antagonist and thus, 
covered by the claim language, will require extensive and potentially inconclusive 
clinical research. With out such clinical research to identify the patients and 
diseases Applicants intend to treat, the physician skilled in the clinical arts cannot 
determine the metes and bounds of the claim. Hence, the claims are indefinite. 
The passage spanning line 14, page 41 to line 23, page 42 lists an impressive sum 
of such conditions. However, it uses open language. Is this the entire scope of the 
therapeutic claims or are there other diseases? 

6. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 1-53 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for making salts of the claimed compounds, 
does not reasonably provide enablement for making solvates of the claimed 
compounds. The specification does not enable any person skilled in the art of 
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synthetic organic chemistry to make the invention commensurate in scope with 
these claims. "The factors to be considered [in making an enablement rejection] 
have been summarized as a) the quantity of experimentation necessary, b) the 
amount of direction or guidance presented, c) the presence or absence of working 
examples, d) the nature of the invention, e) the state of the prior art, f) the relative 
skill of those in that art, g) the predictability or unpredictability of the art, h) and 
the breadth of the claims", In re Rainer, 146 USPQ 218 (1965); In re Colianni, 195 
USPQ 150, Ex parte Formal, 230 USPQ 546. In the present case the important 
factors leading to a conclusion of undue experimentation are the absence of any 
working example of a formed solvate, the lack of predictability in the art, and the 
broad scope of the claims. 

c) There is no working example of any hydrate or solvate formed. The 
claims are drawn to solvates, yet the numerous examples presented all failed to 
produce a solvate. These cannot be simply willed into existence. As was stated in 
Morton International Inc. v. Cardinal Chemical Co., 28 USPQ2d 1190 "The 
specification purports to teach, with over fifty examples, the preparation of the 
claimed compounds with the required connectivity. However ... there is no 
evidence that such compounds exist... the examples of the '881 patent do not 
produce the postulated compounds... there is ... no evidence that such compounds 
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even exist." The same circumstance appears to be true here. There is no evidence 
that solvates of these compounds actually exist; if they did, they would have 
formed. Hence, applicants must show that solvates can be made, or limit the 
claims accordingly. 

g) The state of the art is that is not predictable whether solvates will form or 
what their composition will be. In the language of the physical chemist, a solvate 
of organic molecule is an interstitial solid solution. This phrase is defined in the 
second paragraph on page 358 of West (Solid State Chemistry). The solvent 
molecule is a species introduced into the crystal and no part of the organic host 
molecule is left out or replaced. In the first paragraph on page 365, West (Solid 
State Chemistry) says, "it is not usually possible to predict whether solid solutions 
will form, or if they do form what is their compositional extent". Thus, in the 
absence of experimentation one cannot predict if a particular solvent will solvate 
any particular crystal. One cannot predict the stoichiometery of the formed 
solvate, i.e. if one, two, or a half a molecule of solvent added per molecule of host. 
In the same paragraph on page 365 West (Solid State Chemistry) explains that it is 
possible to make meta-stable non-equilibrium solvates, further clouding what 
Applicants mean by the word solvate. Compared with polymorphs, there is an 
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additional degree of freedom to solvates, which means a different solvent or even 
the moisture of the air that might change the stabile region of the solvate. 

h) The breadth of the claims includes all of the hundreds of thousands of 
compounds of formula of claim 1 as well as the presently unknown list of solvents 
embraced by the term "solvate". Thus, the scope is broad. 

The Examiner suggests removing the phrase "or solvate" from the claims. 
7. Claims 32-42 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification does not reasonably provide enablement for treating any human 
disease. The specification does not enable any physician skilled in the art of 
medicine, to make the invention commensurate in scope with claims 32-40 or to 
use claims 41 and 42. The how to make requirement of the enablement statute, 
when applied to process claims, refers to operability and how to make the claimed 
process work. The factors to be considered in making an enablement rejection 
have been summarized above. The three main issues are the lack of any 
correlation between clinical efficacy for disease treatment and Applicants 1 in vitro 
assay, the state of the prior art, and the breadth of the claims. 

There is an in vitro assay, drawn to inhibition of cyclin A dependant kinase 2 
enzyme (CDK2), described in the passage spanning line 27, page 359 through line 
3, page 363 with data on twelve compounds. Applicants do not state and it is not 
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recognized in the therapeutic arts this assay is correlated to clinical efficacy for the 
treatment of any disease diseases. The state of the clinical arts in CDK2 related 
diseases is provided by Fischer (Expert Opinion on Investigational Drugs, June 
2003). Fischer (Expert Opinion on Investigational Drugs, June 2003) in section 7, 
psanning pages 962-964 states that in 2003, a year after Applicants effective filing 
date, the CDK2 inhibitor flavopiridol had failed to show anti-tumor efficacy, the 
CDK2 inhibitor 7-hydroxystaurosporine had failed to show adequate PK 
propertities, and the third CDK2 inhibitor roscovitine had not been tested in 
efficacy trials. The state of the clinical arts in CDK2 related diseases is provided 
by Fischer (Expert Opinion on Investigational Drugs, June 2003). Fischer (Expert 
Opinion on Investigational Drugs, April 2005) in section 6, psanning pages 463- 
466 states that in 2005, three years year after Applicants effective filing date, the 
CDK2 inhibitor roscovitine stll had not been tested in efficacy trials, the CDK2 
inhibitor flavopiridol had failed to show anti-tumor efficacy against renal cancer, 
the CDK2 inhibitor UCN-1 was about to be studies in ovarian cancer, and BMS- 
387032 had only been studies in a phase I trial. In section 10, page 469, he 
concludes "recent reports have questioined the validity of CDK2 as a good target 
for ... cancer". 
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The scope of the claims involves all of the thousands of compounds of claim 
1 as well as the unknown of diseases embraced by the term "a patient in need of 
"inhibiting one or more cyclin dependant kinases". Thus, the scope of claims is 
very broad. 

MPEP §2 164.0 1(a) states, "A conclusion of lack of enablement means that, 

based on the evidence regarding each of the above factors, the specification, at the 

time the application was filed, would hot have taught one skilled in the art how to 

make and/or use the full scope of the claimed invention without undue 

experimentation. In re Wright, 999 F.2d 1557,1562, 27 USPQ2d 1510, 1513 (Fed. 

Cir. 1993)." That conclusion is clearly justified here and undue experimentation 

will be required to practice Applicants' invention. 

Claim Rejections - 35 USC §102 
8. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 

that form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

Claims 1, 2, 4-8, 16, 19, 41, and 43 are rejected under 35 U.S.C. 102(b) as being 
anticipated by O'Brien (GB 1,412,017). The compound shown below fits the 
formula of claim 1 with R = n-propyl, R 2 = ethyl, R 3 = methyl, and R 4 = R 5 = H. It 
has Registry Number 43024-55-1 and is found in Reaction Scheme IV page 7 of 
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the reference. It is compound (45). There are two other working examples in this 
reference, which teach Applicants claims. These are compounds (48) and (49). 
Table VIII on page 26 teaches that the compound shown was evaluated in an in 
vitro model of smooth muscle relaxation. This would require the preparation of a 
composition of the compound shown. Thus, the present claim 40 is taught. 



NHPr-n 




9. Claims 1-10, 19, 23, 41, and 43 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Hirai (JP 61-57587 A2). The compound shown below fits the 
formula of claim 1 with R = benzyl, R 2 = methyl, R 3 = 4-fluorophenyl, and R 4 = R 5 
= H. It has Registry Number 104933-64-4 and is found in the second column of 
page 888 of the reference. It is compound 33. There is one other working example 
in this reference that teaches Applicants' claims, which is compound 99 on page 
889. 



PhHCH2-NH 




10. Claims 1, 4-8, 15, 19, and 43 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Riihter ('137, Ref AC). The compound shown below fits the 
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formula of claim 1 with R = substituted arylmethylene group 2'- 
cyanobiphenylenemethyl, R 2 = chloro, R 3 = ethyl, and R 4 = R 5 = H. It has Registry 
Number 167371-46-2 and is found in lines 40-52, column 43 of the reference. 
There are ten other working examples in this reference that teach Applicants' 
claims. 




Double Patenting 

11. A rejection based on double patenting of the "same invention" type finds its 
support in the language of 35 U.S.C. 101, which states, "whoever invents or 
discovers any new and useful process ... may obtain a patent therefor ..." 
(Emphasis added). Thus, the term "same invention," in this context, means an 
invention drawn to identical subject matter. See Miller v. Eagle Mfg. Co., 151 
U.S. 186 (1894); In re Ockert, 245 F.2d467, 114 USPQ 330 (CCPA 1957); and/« 
re Vogel, 422 F.2d438, 164 USPQ 619 (CCPA 1970). A statutory type (35 
U.S.C. 101) double patenting rejection can be overcome by canceling or amending 
the conflicting claims so they are no longer coextensive in scope. The filing of a 
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terminal disclaimer cannot overcome a double patenting rejection based upon 35 
U.S.C. 101. 

Claims 1-28 and 32-43 are provisionally rejected under 35 U.S.C. 101 as 
claiming the same invention as that of claims 1-29 and 31-42 of copending 
Application No. 10/654,546. This is a provisional double patenting rejection since 
the conflicting claims have not in fact been patented. 

12. The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to 
prevent the unjustified or improper timewise extension of the "right to exclude" 
granted by a patent and to prevent possible harassment by multiple assignees. See 
In re Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 
F.2d 887, 225 USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d937, 214 
USPQ761 (CCPA 1982); In re Vogel, 422 F.2d438, 164 USPQ 619 (CCPA 
1970); and, In re Thorington, 418 F.2d 528, 163 USPQ 644 (CCPA 1969). A 
timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) may be used 
to overcome an actual or provisional rejection based on a nonstatutory double 
patenting ground provided the conflicting application or patent is shown to be 
commonly owned with this application. See 37 CFR 1.130(b). Effective January 
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1, 1994, a registered attorney or agent of record may sign a terminal disclaimer. A 
terminal disclaimer signed by the assignee must fully comply with 37 CFR 3.73(b). 

Claims 29-31 are provisionally rejected under the judicially created doctrine 
of obviousness-type double patenting as being unpatentable over claim 30 of 
copending Application No. 10/654,546. Although the conflicting claims are not 
identical, they are not patentably distinct from each other because there are many 
identical species in these two sets of claims. This is a provisional obviousness- 
type double patenting rejection because the conflicting claims have not in fact been 
patented. 

Conclusion 

13. Information regarding the status of an application should be obtained from 
the Patent Application Information Retrieval (PAIR) system. Status information 
for published applications may be obtained from either Private PAIR or Public 
PAIR. Status information for unpublished applications is available through Private 
PAIR only. For more information about the PAIR system, see http://pair- 
direct.uspto.gov. Should you have questions on access to the Private PAIR system, 
contact the Electronic Business Center (EBC) at (866) 217-9197 (toll-free). Please 
direct general inquiries to the receptionist whose telephone number is (703) 308- 
1235. 
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14. Please direct any inquiry concerning this communication or earlier 
communications from the Examiner to Thomas McKenzie, Ph.D. whose telephone 
number is (571) 272-0670. The FAX number for amendments is (571) 273-8300. 
The PTO presently encourages all applicants to communicate by FAX. The 
Examiner is available from 9:00am to 5:30pm, Monday through Friday. If 
attempts to reach the Examiner by telephone are unsuccessful, please contact 
James O. Wilson, acting SPE of Art Unit 1624, at (571)-272-0661. 




Primary Examiner 
Art Unit 1624 
(571) 272-0670 



TCMcK/me 



